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The further comments of Dr. Haraldsson appear to More recently, we have reported that in a single case
be rather strongly influenced by results from his own of human membranous glomerulonephritis, several focal
studies employing an in situ kidney perfusion system that contact-related proteins can be seen not just at the nor-
is run at 88C [5]. His conclusions are based on a measured mal location, adjacent to the glomerular basement mem-
fractional clearance of albumin of ,0.001 for rat kidneys brane, but also at the opposite surface of the podocyte,
yet this value increases by almost a factor of 10 when adjacent to the urinary space (Fig. 1) [3].
this same perfusion system is performed at 378C. This This result supports the view that the changes reported
would suggest a marked temperature dependence associ- by Topham et al are relevant to the situation in humans;
ated with albumin clearance. A major question remains, it may also partly explain the development of podocyte
therefore, in all these types of low temperature perfusion detachment and the formation of tuft adhesions to Bow-
studies as to the effect of temperature-dependent inter- man’s capsule in proteinuric states.
actions governing the filtration and renal passage of any Sadly, this is limited to one case and local circumstances
test molecule. make it unlikely that we will be able to repeat the study,
M.J. Burne, T.M. Osicka, and W.D. Comper so I request your permission to bring this to the attention
of the readership of Kidney International in the hope
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Focal contact-related proteins
in podocytes after
complement-mediated injury
To the Editor: I was fascinated to read the paper by
Topham et al on the disruption of glomerular epithelial
cell actin cytoskeleton and focal adhesions after comple-
ment-mediated injury [1].
The authors used a cell culture system, and the changes
are elegantly shown. It is much more difficult to demon-
strate a similar process in human material, but I believe
we have gone some way towards doing that. We have
previously reported that, using carefully controlled quan-
titation of immunocytochemical staining of human biopsy
material, we too could detect no change in the total
amount of various proteins that relate to the formation
of focal contacts in minimal change nephropathy or
membranous glomerulonephritis [2]. We did detect a
change in crude phosphotyrosine levels, so, as in the
paper by Topham et al, we argued for the possibility of
cytoskeletal rearrangement.
Fig. 1. Beta-one integrin-confocal microscopy in membranous glomer-
ulonephritis. ‘Double contours’ (arrows) on many capillary loops indi-
cate integrin relocalization of the urinary space surface of the podocyte. 1999 by the International Society of Nephrology
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To the Editor: Regarding the controversy between Major confounders forNzerue and Epstein [1] about the appropriate way to
evaluate the nephroprotective effect of antihypertensive reactance as a marker ofdrugs, we would like to point out the necessity of taking
into account drug-specific intraglomerular hemodynamic malnutrition infunctional alteration. This point is of particular relevance
to the comparison of the effects of calcium antagonists hemodialysis patientsand angiotensin-converting enzyme (ACE) inhibitors,
since the former increase glomerular filtration rate (GFR) To the Editor: We read with interest the paper by
by vasodilating afferent arterioles and the latter decrease Ikizler et al [1], which demonstrated that, in a 15-month
it by predominantly vasodilating efferent arterioles. In- follow-up period, the relative risk (RR) of hospitaliza-
deed, in the two kidney-one clip renovascular hyper- tion (that is, of morbidity) determined in 73 unselected
tension model, controlateral kidney GFR is lower with hemodialysis (HD) patients increased to 9% and 14%,
enalapril treatment than with nitrendipine treatment. as their reactance (Xc) value decreased from 70 Ohm
However, the reverse is true when GFR is measured (RR 5 1) to Xc 5 43, and Xc 5 31 Ohm, respectively.
after treatment is discontinued, indicative of a milder They correctly utilized the Xc component of the imped-
degree of glomerulosclerosis in the enalapril group [2]. ance vector as a marker of lean body mass.
The clinical relevance of this phenomenon has recently Unfortunately, Xc distribution, in either healthy or
been illustrated by the four-year follow-up results (pre- uremic humans with the same stature, is dependent on
sented at the last National Kidney Foundation meeting) race-ethnicity (higher in African Americans) [2], gender
of Parving’s study comparing nisoldipine and lisinopril (higher in women) [3, 4], body mass (lower in obese
in diabetic nephropathy. GFR significantly increased fol- patients) [4], and soft tissue hydration (higher in dehy-
lowing a 2-month discontinuation of treatment, but only dration, for example, with less dry weight) [3, 4] (Table
in the group given lisinopril. 1). For instance, obese HD patients (who are not mal-
Provided the mean arterial pressure is decreased be- nourished) had smaller Xc values than lean patients of
low 103 mm Hg, the antiproteinuric effect and the pre- the same gender, both before and after HD [3, 4]. In a
vention of GFR decline after 3 years of treatment with large American HD population, Xc values of women and
dihydropyridine or ACE inhibitor are equivalent [3, 4], men were comparable, but BMI of women was greater
but this may not necessarily reflect a similar structural (Table 1) [2].
nephroprotection. We suggest that GFR should also be We also observed reduced Xc values, both before and
measured after discontinuation of the antihypertensive after a HD session, in Caucasian patients with increased
treatment in ongoing trials with angiotensin (AT1) re- morbidity due to hemodynamic instability (symptomatic
ceptor blockers in order to prevent underestimation of hypotension episodes in 30% or more sessions) com-
their actual nephroprotective effect. pared to stable HD patients of the same race and gender,
with a same BMI, and with comparable or increasedA. Fournier, N. El Esper, A. Pruna, and J.M. Achard
resistance (R) values [3].Service de Ne´phrologie, CHU-80054 Amiens, France
In conclusion, Ikizler et al should prove that the cutoff
values they found in the whole population are stable
across gender, race-ethnicity, and with comparable tissue 1999 by the International Society of Nephrology
